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AB Title compds. I (Rl = H, alkyl, cycloalkyl, aryl, aralkyl, etc.; R2, R3 = 
H, OH, alkanoyloxy, aralkyloxy, arylcarbonyloxy; R4 = H, alkyl, amino, 
etc.; R5 = substituent for the benzene ring; m = 0-4 ) and their 
Pharmacol, acceptable acid addition salts, useful for treatment of 
frequent urination or urinary 

incontinence, are prepared Thus, stirring 17-methyl-6, 7-dehydro- 
4, 5a-epoxy-3, 14p-dihydroxy-6, 7, 2 ' , 3 ' -quinolinomorphinan with 
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Ac20 and pyridine at room temperature for 16 h gave, after salt formation, 
17-methyl-6, 7-dehydro-4, 5a-epoxy-3, 14p-diacetoxy-6, 7, 2 ' , 3 ' - 
quinolinomorphinan tartrate (II). II inhibited bladder contraction at 0.3 
mg/kg i.v. in rats. 
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AB A therapeutic or preventive agent for nausea/vomiting which contains as an 
active ingredient either a morphinane derivative represented by the general 
formula (I) : (wherein Rl represents cyclopropylmethyl , etc.; R2 and R3 
each represents hydroxy, methoxy, etc.; R4 and R5 are bonded to each other 
to form -0-, etc.; R6 represents hydrogen, etc.; and Q represents (II) 
which has been optionally substituted, etc., provided that X represents 
NH, NMe, etc.) or a pharmacol . acceptable acid addition salt thereof. The 
compound or salt is useful in a medicine widely applicable to vomiting 
caused by drugs having emetic activity, especially in a therapeutic or 
preventive agent for nausea/vomiting induced by p. agonists represented 
by morphine. 
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AB Title compds . I (Rl = H, alkyl, cycloalkyl, aryl, aralkyl, etc.; R2, R3 = 
H, OH, alkanoyloxy, aralkyloxy, arylcarbonyloxy; R4 = H, alkyl, amino, 
etc.; R5 = substituent for the benzene ring; m = 0-4 ) and their 
Pharmacol, acceptable acid addition salts, useful for treatment of frequent 
urination or urinary incontinence, are prepared Thus, stirring 
17-methyl-6, 7-dehydro-4 , 5a-epoxy-3 , 14p-dihydroxy-6, 7 , 2 ' , 3 ' - 

quinolinomorphinan with Ac20 and pyridine at room temperature for 16 h gave, 
after salt formation, 17-methyl-6, 7-dehydro-4 , 5a-epoxy-3, 14p- 
diacetoxy-6, 7, 2 3 ' -quinolinomorphinan tartrate (II). II inhibited 
bladder contraction at 0.3 mg/kg i.v. in rats, 
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Richard B. 
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3527-3538 
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PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
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AB A series of pyrido- and pyrimidomorphinans , e. g. I (Rl - R3 = H; Rl = Ph, 
R2 = R3 = H; Rl = R3 = H, R2 = Ph; Rl = R3 = H, R2 = C6H4C1-4; Rl = H, Me, 

Ph, R2 = H, R3 = Ph; R1R2 = CH:CHCH:CH, R3 = Ph) and II (R4 = R5 = H; R4 = 

Me, Ph, R5 = H; R4 = H, Me, CH2Ph, Ph, R5 = Ph) , resp . , were synthesized 

from naltrexone and evaluated for binding and biol. activity at the opioid 

receptors. The unsubstituted pyridine I (Rl - R3 = H) displayed high 

affinities at opioid 5, ^i, and k receptors with Ki values 

of 0.78, 1.5, and 8.8 nM, resp. Compound I (Rl - R3 = H) was devoid of 

agonist activity in the mouse vas deferens (MVD) and guinea pig ileum 

(GPI) prepns . but was found to display moderate to weak antagonist 

activity in the MVD and GPI with Ke values of 37 and 164 nM, resp. The 

pyrimidomorphinans in general displayed lower binding potencies and 

S receptor binding selecti vities than their pyridine counterparts. 

Incorporation of aryl groups as putative 6 address mimics on the 

pyrido- and pyrimidomorphinan framework gave ligands with significant 

differences in binding affinity and intrinsic activity. Attachment of a 

Ph group at the 4 '-position of I (Rl - R3 = H) or the equivalent 6 '-position 

of II {R4 = R5 = H) led to dramatic reduction in binding potencies at all the 

three opioid receptors, indicating the existence of a somewhat similar 

steric constraint at the ligand binding sites of 5, and 

ic receptors. In contrast, the introduction of a Ph group at the 

5 '-position of I (Rl - R3 = H) did not cause any reduction in the binding 

affinity at the 6 receptor. In comparison to the unsubstituted 

pyridine I (Rl - R3 = H) , the 5 ' -phenylpyridine I (Rl = R3 = H, R2 = Ph) 

showed improvements in ja/S and k/6 binding 

selectivity ratios as well as in the 6 antagonist potency in the 

MVD. Interestingly, introduction of a chlorine atom at the para position 

of the pendant 5*-Ph group of I (Rl = R3 = H, R2 = Ph) not only provided 

further improvements in 6 antagonist potency in the MVD but also 

shifted the intrinsic activity profile of I (Rl = R3 = H, R2 = Ph) from an 

antagonist to that of a \x agonist in the GPI. Compound I (Rl = R3 = H, 

R2 = C6H4C1-4) thus possesses the characteristics of a nonpeptide |a 

agonist/6 antagonist ligand with high affinity at the 5 

receptor (Ki = 2.2 nM) , high antagonist potency in the MVD (Ke = 0.66 nM) , 
and moderate agonist potency in the GPI (IC50 = 163 nM) . Antinociceptive 
evaluations in mice showed that intracerebroventricular (icv) injections 
of I (Rl = R3 = H, R2 = C6H4C1-4) produced a partial agonist effect in the 
55 *C tail-flick assay and a full agonist effect in the acetic acid 
writhing assay (A50 = 7.5 nmol). No signs of overt toxicity were observed 
with this compound in the dose ranges tested. Moreover, repeated icv 
injections of an A90 dose did not induce any significant development of 
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antinociceptive tolerance in the acetic acid writhing assay. The potent 
5 antagonist component of this mixed yi agonist/S antagonist 
may be responsible for the diminished propensity to produce tolerance that 
this compound displays. 
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AB Quinolinomorphinane derivs . [I; Rl = cyclopropylmethyl , etc.; R2 and R3 
represent each OH, MeO, etc.; R4 = H, Me, NH2, etc.; and (R5)m = H, 
substituted benzo, etc.; m = 0-4 integer] or their Pharmacol, acceptable 
acid addition salts, useful for treating and preventing brain disorders, are 
prepared Because of having excellent preventive effects on cranial nerve 
cell disorders, these compds . inhibit various ischemic, hemorrhagic or 
traumatic brain disorders and cranial nerve cell disorders caused by 
various nerve degeneration and are thus useful as drugs for treating and 
preventing various brain diseases such as cerebral stroke^ traumatic brain, 
diseases, brain edema and cranial nerve degeneration diseases^ 
ameliorating the after troubles of these diseases and preventing the 
recurrence of the same. Thus, 17-cyclopropylmethyl-6-oxo-4 , 5a-epoxy- 
3 , 14p-dihydroxymorphinan was refluxed with o-aminobenzonitrile in 
AcOH for 25 to give, after treatment with aqueous NaHC03, 37% the title 

compound 

II, isolated as the hydrochloride salt. This at 0.3 mg/Kg i.p. inhibited 
brain artery occlusion by 56%. 
REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 
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AB A therapeutic method is provided to elevate a depressed martunalian 

autologo us mixed lymphocyte response (AMLR) and to alleviate the disease 
associated therewith by the administration of an effective amount of certain 
selective 5 opioid receptor antagonists to a mammal, e.g. a human 
patient, in need of such treatment, Compds . I [Rl = Cl-5 alkyl, C3-6 
(cycloalkyl) alkyl, C5-7 ( cycloalkenyl ) alkyl, aryl, aralkyl, trans (C4-5) 
alkenyl, allyl, f uran-2-ylalkyl ; R2 = OH, 02C (Cl-5 ) alkyl ; R3 = H, Cl-5 
alkyl, (Cl-5 alkyl) CO; R4, R5 = H, F, Cl, Br, NCS, N02, NH2, Cl-5 alkyl, 
Cl-5 alkoxy, or together are benzo; X = 0, S, NY (Y = H, Cl-5 alkyl, 
(R4) (R5)benzo) ] , and pharmaceutically acceptable salts thereof, are 
disclosed for preparation of a medicament to elevate the AMLR of a mammal 
afflicted with a disease characterized by a depressed AMLR; the disease 
may be a viral infection, rheumatoid arthritis, chronic lymphocytic 

leukemia, ^txn Prep-aration oT^7-benzyr idenfci- -7-dehy^gp- iidltrexon6 "'"arrd related 

compds. is^escribed, as are e.g. evaluation of antagonist activity and 
the effect of naltrindole on depressed AMLR in murine cytomegalovirus 
infection. 
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activity, does not give side effects such as impaired mentation, and can 
be administered perorally. 
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AB Immunosuppressant activities --are shown by 5-opioid antagonists I [Rl 

= C^r^^^~al'l<y 1 , C3-6 cycloalkylalkyl , C5-7 cycloalkenylalkyl , etc.; R2 = 
OH, Cl~5 alkanoyloxy; R3 = H, Cl-5 alkyl, Cl-5 alkanoyl; X = 0, S, YN (Y = 
H, Cl-5 alkyl) ; R4, R5 = H, F, CI, Br, NH2, N02, etc.]. Thus, 
naloxone-HCl and phenylhydrazine were dissolved in EtOH and treated with 
methanesulf onate to give a naloxyindolemethanesulf onate salt. The 
inhibitory activities of 24 I compds . on the growth and differentiation of 
mouse spleen cells in vitro were demonstrated. '" 
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AB 



the 



A series of naltrindole 
6-arylnaltrexone derivs. 



(I) heterocyclic analogs (II, III, IV, V) and 
(VI, VII, VIII) were prepared to determine the role of 



spacer and the address moieties in conferring 5 opioid receptor 

antagonist activity. II, III and IV were S-selective opioid 

antagonists in vitro and bound selectively to 5 receptors . The 

tetrahydroindole derivative (V) , while 5 selective, was considerably 

less potent than its indole analog (IX) . The data for II-IV indicate that 

heterocycles other than pyrrole can serve as a spacer for the 5 

address moiety. Moreover, the lower S antagonist potency of V 

illustrates the importance of the aromatic address component. Mol . dynamics 

simulations of enkephalin using a zipper binding model are consistent with 

a 6 address subsite that may accommodate the benzene moiety of I or 

the Phe4 Ph group of leucine-enkephalin. The considerably lower 6 

opioid receptor antagonist potencies of VI-VIII are consistent with the 

conformational mobility of the aryl group and its location in the mol. 
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AB The title compds . (I and II; Rl = Cl-5 alkyl, C3-6 cycloalkylalky, C5-7 
cycloalkenylalkyl, aryl, aralkyl, C4-5 trans-alkenyl, allyl, 
2-furanylalkyl; R2 = H, OH, carboxyalkyl ; R3 = H, Cl-5 alkyl, alkanoyl; 
R4, R5 = H, F, CI, Br, NH2, N02, Cl-5 alkyl, alkoxy; R4R5 = CH:CHCH:CH; M = 
N, CH; X = O, S, NH) , useful as S-opioid receptor antagonists, were 
prepared Naltrexone-HCl and PhNHNH2 , HCl were refluxed 4 h in HCl-saturated 

MeOH 

to give 71% I (Rl = cyclopropylmethyl , R2 = OH, R3-R5 = H, X = NH) (III). 

Ill antagonized [D-Ala2, D-Leu5 ] -enkephalin in mouse vas deferens with a 
Ke of 0.22, but showed Ke of 29.4 for antagonism of morphine and 45.5 for 
antagonism of ethylketazocine in guinea pig ileum prepns . Ill is more 
potent than ICI 174864 and more selective than M8008. 
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